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DETAILED ACTION 
Elec tion/Res frictions 

1 . Applicant's election of Group I in the reply filed on 2/20/07 is acknowledged. 
Because applicant did not distinctly and specifically point out the supposed errors in the 
restriction requirement, the election has been treated as an election without traverse 
(MPEP§ 818.03(a)). 

2. Claims 2-5, 10-1 1 are withdrawn from further consideration pursuant to 37 CFR 
1.142(b) as being drawn to nonelected inventions, there being no allowable generic or 
linking claim. Election was made without traverse in the reply filed on 2/20/07. 

Claim Objections 

3. Claim 9 is objected to under 37 CFR 1.75(c) as being in improper form because 

a multiple dependent claim should refer to other claims in the alternative only-, and/or, - 
-cannot depend from any other multiple dependent claim. See MPEP § 608.01 (n). 
Accordingly, the claim has not been further treated on the merits. 

4. Claims 6, 7, and 8 objected to for depending from nonelected claims. 
Appropriate correction is required. 

Claim Rejections - 35 USC §112 
Applicant has chosen to use "means-plus-function" (or "step-plus-function") language in 
the claim(s), thereby invoking the special claim interpretation provisions of 35 USC 112, 
6 th paragraph, see MPEP 2181. According, wherever "means-plus-function" language 
is used in the claims, the claim is understood to encompass ONLY the specific means 
(or steps) described in the specification as corresponding to that part of the claim, and 
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equivalents of those specific means (or steps). See MPEP 2183 for discussion of 
equivalents in this context. 

5. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

6. Claim 1 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. It is unclear what the applicant considers as "high risk", as 
there is no explanation in the disclosure for what constitutes high risk for endometriosis- 
related disease, particularly as compared to risk in general. Applicant is required to 
clarify. Note that applicant may overcome this rejection by removing the word "high" 
from the claim. 

7. The following is a quotation of the first paragraph of 35 U.S.C. 1 1 2: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

8. Claims 1 , 6, 7, and 8 rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for endometriotic tissue, does not reasonably provide 
enablement for any biological sample. The specification does not enable any person 
skilled in the art to which it pertains, or with which it is most nearly connected, to use the 
invention commensurate in scope with these claims. 

9. The test of enablement is whether one skilled in the art could make and use the 
claimed invention from the disclosures in the application coupled with information known 
in the art without undue experimentation (United States v. Teletronics /nc, 8 USPQ2d 
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1217 (Fed Cir. 1988)). Whether undue experimentation is needed is not based on a 
single factor, but rather a conclusion reached by weighing many factors (See Ex parte 
Forman, 230 USPQ 546 (Bd. Pat App. & Inter. 1986)) and In re Wands 8 USPQ2d 
1400 (Fed. Cir. 1988)). These factors include the following: 

(A) Level of predictability in the art. The art regarding correlating HRF expression 
levels with endometriosis in biological tissues must be considered unpredictable 
because the experiments were only performed in endometriotic tissues and the art 
provides no information about whether or not this correlation extends to other tissues. 

(B) the state of the prior art. The state of the art with regard to HRF and 
endometriosis is poor, and of that prior art, expression levels of HRF are only correlated 
with endometriosis in endometriotic tissue and not in other unrelated tissues (See 
Oikawa, discussed herein below). 

(C) Existence of working examples. Applicants present one example correlating HRF 
with endometriosis. Said example only examines RNA levels of HRF in endometriotic 
tissues as a means to correlate expression levels of HRF with endometriosis. 

(D) Scope of the claims. The claims are broad and read on any biological sample, not 
just those containing endometriotic tissue. 

(E) Amount of guidance provided. Applicants provide no guidance as to how to* 
correlated HRF expression levels in tissues other than endometriotic tissues with 
endometriosis. 

(F) Nature of the invention. The invention involves diagnosing endometriosis-related 
disease by preparing RNA from a biological sample, comparing the RNA expression 
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level of HRF from said sample with that of a normal sample, and using a determined 
increased HRF expression level as a means for determining if or the degree to which a 
subject has endometriosis-related disease. 

(G) Level of skill in the art. The level of skill in the art is high; however, given the 
unpredictability in the art, the lack of guidance proved by applicants and the scope of 
the invention, it must be considered that the skilled artisan would have had to practice 
undue trial and error experimentation in order to practice the claimed invention 
according to the full scope of what is claimed. 

Considering the above analysis of the factors which the courts have determined 
are critical in determining whether a claimed invention is enabled, it must be considered 
that the skilled artisan would have been required to conduct undue experimentation in 
order to practice the claimed invention. 

Note: Not all terms in a means-plus-function or step-plus-function clause 
are limited to what is disclosed in the written description and equivalents thereof, since 
35 U.S.C. 112, sixth paragraph, applies only to the interpretation of the means or step 
that performs the recited function. See, e.g., IMS Technology Inc. v. Haas Automation 
lnc. t 206 F.3d 1422, 54 USPQ2d 1 129 (Fed. Cir. 2000) (the term "data block" in the 
phrase "means to sequentially display data block inquiries" was not the means that . 
caused the sequential display, and its meaning was not limited to the disclosed 
embodiment and equivalents thereof.). 
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Claim Rejections - 35 USC § 102 

10. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed 
publication in this or a foreign country, before the invention thereof by the applicant for a patent. 

1 1 . Claims 1 , 6, and 8 are rejected under 35 U.S.C. 102(a) as being anticipated by 
Oikawa (Oikawa, et al. Increased expression of IgE-dependent histamine-releasing 
factor in endometriotic implants. J Pathol. 2003 Mar;199(3):31 8-23). Claim 1 is drawn 
to a method of diagnosing endometriosis-related disease comprising: measuring the 
expression level of HRF polynucleotide in a biological sample from a subject, comparing 
HRF expression with a normal biological sample, and judging a subject with a 
significantly higher HRF level (as compared to normal) as having endometriosis-related 
disease or as being at high risk thereof. Claim 6 is drawn to a method for diagnosing 
endometriosis-related disease comprising: (a) preparing RNA from a biological sample 
of a subject; (b) subjecting the RNA from step (a) to an electrophoretic separation; (c) 
hybridizing the RNA of step (b) with the oligonucleotide probe of claim 3 under stringent 
conditions; (d) comparing the signal level of the oligonucleotide probe from step (c) with 
a normal sample; and (e) using a significantly higher HRF expression level when 
compared to normal as an index reflecting the degree of endometriosis-related disease 
or a risk thereof. Claim 8 is drawn to a method for diagnosing endometriosis-related 
disease comprising: (a)preparing RNA from a biological sample of a subject; (b) 
preparing cDNA from the primer set of claim 5 as a template; (c) comparing the level of 
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cDNA prepared in step (b) as a HRF polynucleotide index with a result of a normal 
sample; and (d) using a significantly higher HRF expression level when compared to 
normal as an index reflecting the degree of endometriosis-related disease or a risk 
thereof. 

1 2. Regarding claim 1 , Oikawa teaches a method of correlating endometriosis- 
related disease with HRF (diagnosing endometriosis-related disease) by measuring the 
expression level of HRF in a endometriotic implant tissues from three patients 
(biological sample from a subject; page 320), comparing HRF expression level with 
normal endometrial tissue (page 320), and suggesting that the overexpression of HRF 
in a sample may be sufficient for the acquisition of a growth advantage (i.e. judging a 
subject with a significantly higher HRF level (as compared to normal) as having 
endometriosis-related disease or as being at high risk thereof; page 322). Regarding 
claim 6, Oikawa teaches a method of correlating endometriosis-related disease with 
HRF by preparing RNA from endometriotic implants from patients (page 319); 
performing a Northern blot on said RNA using an HRF probe (i.e. subjecting the RNA to 
an electrophoretic separation and hybridizing the RNA with an labeled HRF 
oligonucleotide under stringent conditions); page 319); comparing the signal level of the 
oligonucleotides probe hybridized to RNA from the endometriotic tissue with the signal 
level from normal tissue (page 320, text and figure 1), and suggesting that the 
overexpression of HRF in a sample may be sufficient for the acquisition of a growth 
advantage (i.e. judging a subject with a significantly higher HRF level (as compared to 
normal) as having endometriosis-related disease or as being at high risk thereof; page 
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322). Regarding claim 8, Oikawa teaches a method of correlating endometriosis-related 
disease with HRF by preparing RNA from endometriotic implants from patients (page 
319); performing RT-PCR on said RNA (i.e. preparing cDNA from the RNA; page 319); 
performing PCR on the cDNA and then performing a Southern blot using the PCR 
products from both the endometriotic implants and from normal tissue (i.e. comparing 
the level of cDNA prepared from the RNA as a HRF polynucleotide index with a result of 
a normal sample; page 319 and figure 1, page 320); and suggesting that the 
overexpression of HRF in a sample may be sufficient for the acquisition of a growth 
advantage (i.e. judging a subject with a significantly higher HRF level (as compared to 
normal) as having endometriosis-related disease or as being at high risk thereof; page 
322). 

Claim Rejections - 35 (JSC § 103 

13. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

14. Claims 1, 6, 7, and 8 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Oikawa as applied to claims 1 , 6, and 8 above, and further in view of Fujise (Fujise, 
et al., US Patent Application Publication Number 2003/0172388). Claims 1,6, and 8 
are described above. Claim 7 is drawn to a method for diagnosing endometriosis- 
related disease comprising: (a)preparing RNA from a biological sample of a subject; (b) 
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preparing cDNA from the RNA of step (a); (c) contacting the labeled cDNA of step (b) 
with the microarray of claim 4; (d) comparing the signal level of the labeled cDNA as an 
index of HRF exp level with the result of a normal sample; and (e) using a significantly 
higher HRF expression level when compared to normal as an index reflecting the 
degree of endometriosis-related disease or a risk thereof. Oikawa teaches all the 
limitations of claims 1, 6, and 8, as described above, and thereby teaches preparing 
RNA from a biological sample of a subject; (b) preparing cDNA from the RNA of step (a) 
as described above. 

While Oikawa does teach using nucleic-acid based techniques for the 
comparison of expression level of HRF in endometriotic and normal tissues (steps (d) 
and (e) of claim 7), Oikawa does not teach contacting the labeled cDNA of step (b) with 
the microarray of claim 4. However, Fujise teaches using fixed probe arrays (i.e. a 
microarray having an HRF polynucleotide as a target capture probe) as a means of 
looking at the differential expression of fortilin (i.e. HRF) between tissues (page 34, 
paragraphs 336 and 338 and page 35, paragraph 346). One of ordinary skill in the art 
would be motivated to use a microarray as a means of determining the expression 
levels of HRF for diagnostic purposes because microarrays provide quantitative results 
rapidly and accurately (page 35, paragraph 346), and there is a reasonable expectation 
of success because use of microarray technology is a standard technique in the art for 
analyzing RNA expression levels of virtually any RNA in any organism. Therefore it 
would have been prima facie obvious as the time the invention was made to utilize 
methods for detecting the expression level of HRF (including microarrays, RT-PCR, 
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Southern blotting, Northern blotting, etc.) in endometriotic tissue and comparing those 
levels with HRF expression levels in normal tissues as a means of diagnosing or 
assessing risk for endometriosis-related disease, absent evidence to the contrary. 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Jaime M. Greene whose telephone number is 571-270- 
3052. The examiner can normally be reached on Monday-Thursday, 7:30am-5:Q0pm, 
ALT. Friday, EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Mary Mosher can be reached on 571-272-0906. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

JMG 4/3/07 <T>0 _ 
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